Elevation of cAMP in human platelets inhibits thrombin- but not collagen-induced tyrosine phosphorylation.
Both thrombin and collagen induced the phosphorylation of tyrosine in numerous proteins in platelets, with collagen causing the phosphorylation of an additional 40 kDa protein. Thrombin-induced phosphorylation was markedly inhibited when cAMP was elevated with iloprost. Iloprost or the combination of iloprost, inhibitors of positive feedback and cytochalasin D also partially inhibited collagen-induced phosphorylation. By contrast, iloprost had no effect on phosphorylation induced by collagen in the presence of inhibitors of positive feedback by released ADP, TxA2 and fibrinogen and in platelets containing BAPTA to prevent increases in cytosolic Ca2+. The results indicate that collagen-induced tyrosine phosphorylation may be a fundamental pathway in hemostasis which can function even when platelet cAMP is elevated.